LexA-MLH1 /B42-f5 
LexA / B42-f5 
LexA-myc / B42-f5 
LexA-bicoid / B42-f5 
LexA-K-rev1 / B42-f5 
LexA-K-rev-1 / Kritl 




Leu- X-gal 



Fig. 1 




Fig. 2 



1 GGCCXXX3TCTGGGGCGCTTTC 90 
91 CACCCTGGGCGTTGCGGCXXrTQCXSCT^ 180 

MGTTGLESL SLGD 

181 CGCGGAGCTGCCCCCACCGTC^^ 270 
RGAAPT. VTSSERLVPDPPNDLRKEDVAMEL 

271 GAAAGAGTGGGAGAAGATGAGGAACAAATGATGATAAA 360 
ERV G E DE E QMM IKR S S EC N PLLQ E.P I A SAQ 

'361 TTTGGTGCTACTGCAGGAACAGAATGC^ 450 
FGATAGTECRKSVPCGWERVVKQRLFGKT A 

451 GGAAGATTTGATGTGTACITT^^ 540 
GRF DVYF I S PQGIjKFRSKSSLANYLHKNGE 

541 ACTTCIX^AAGCXAGAAGATTTO^ 630 
TSLKPEDFDFTVLSKRGIKSRYKDCSMAAL 

631 ACATOXATCTACAAAACCAAAOTA^ 720 
TSHLQNQSNNSNWNLRTRS K C KKDVFMPPS 

721 AGTAGTTCAGAGTTGCAGGAGAGCAGAGGAC^ 810 
SSSELQESRGLSNFTSTHLLLKED EGVDDV 

811 AACTTCAGAAAGGTTAGAAAGCCCAAAGGAAA^ 900 
NFRKVRKPKGKVTILKGI PIKKTKKGCRKS 

901 TGTTCAGGTT"TTGTTCAAAGTG^ 990 
CSGFVQ SDSKRESVCNKADAESEP VAQKSQ 

991 CTTGATAGAACTGTCTGCATn'TCTG^ 1080 
LDRTVCISDAGACGETLS V. TSEENSLVKKK 

1081 GAAAGATCATTGAGTTCAGGATCAAATTTTT^^ 1170 
E RSLSSGSNFCSEQKT SGIINKFCSAKDSE 

1171 CACAACGAGAAGTATGAGGATACCTTTTTA^ 1260 
HNEKYEDTFLESEEIGTKVEVV ERKEHLHT 

1261 GACATTTTAAAACGTGGCTCTGAAATGGACAAC^ 1350 
DILKRG SEMDNNCSPTRKDFTGEKIFQEDT 

1351 ATCCCACGAACACAGATAGAAAGA 1440 
I P R T Q I E R RK T S L YF S SKYNKEAL SP PRRK 

1441 GCCTITAAGAAATGGACACCTCCT 1530 
AFKKWTPPRSPFNLVQETLFHDPWKLLIAT 

1531 ATATTTCTCAATCGGACCTCAGGCAAAATQG 1620 
IFLNRTS GKMAI PV LWKFLEKYPS AEVART 

1621 GCAGACTGGAGAGATGTGTCAGAACTTCTT^ 1710 
ADWRDVSELLKPLGLYDLRAKTIVKFSDEY 

1711 CTGACAAAGGAGTGGAAGTATCCAATO 1800 
LTKQWKYPIELHGIGKYGNDSYRIFCVNEW 

1801 AAGCAGGTG^CCCTGAAGACCACAAATTAA^ 1890 
KQVHPEDHKLNKYHDWLWENHEKLSLS * 

1891 CAGCTTTCAAGCTCATCTGTTATGCA 1980 
1981 TAATTAGOXAACTAGAAGCCTAGTG^ 2070 
2071 TTGAGATvrr 1 "1TAAAATAAATTATT A 2152 



Fig. 3 
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MBD: 

Cold methylated: 
Cold unmethylated 



Bound 



Free 




32 P-methylated 32 P-unmethylated 



Fig. 10B 




hMSH2 



total lysate IP: anti-FLAG 
Western: anti-hMSH2 



Fig. 11A 



cr t 6* 

4 0 $ 4 

104 kD — 
82 — 

48.3 — 

I II 1 

total lysate IP: anti-FLAG 
Western: anti-FLAG 




Fig. llB 



Fig. 11C 



total 

lysate IP: anti-HT 

I II 

HT-MED1/CMV5: + - +- + - + - 
CMV5: - + - + - + - + 



MLH1 



HT-MED1 
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Fig. 14B 
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1 CAAGGAAGAT ATTGCTGTTG GACTGGGAGG AGTGGGAGAA GATGGAAAGG 

51 ACCTGGTGAT AAGCAGTGAG CGCAGCTCCC TTCTCCAAGA GCCCACTGCT 

101 TCTACTCTGT CTAGTACTAC AGCGACAGAA GGCCACAAGC CTGTCCCGTG 

151 TGGATGGGAA AGAGTTGTGA AGCAAAGGTT ATCTGGGAAA ACTGCAGGAA 

2 01 AATTTGATGT ATACTTTATC AGCCCACAAG GATTGAAGTT CAGATCAAAA 
251 CGTTCACTTG CTAATTATCT TCTCAAAAAT GGGGAGACTT TTCTTAAGCC 

3 01 TGAAGATTTT AATTTTACTG TACTGCCGAA AGGGAGCATC AATCCCGGTT 
3 51 ATAAACACCA AAGTTTGGCA GCTCTGACTT CCCTGCAGCC AAATGAAACT 
401 GACGTTTCAA AGCAGAACCT CAAGACACGA AGCAAGTGGA AAACAGATGT 
451 GTTGCCTCTG CCCAGTGGTA CTTCAGAGTC GCCAGAAAGC AGCGGACTGT 
501 CTAACTCTAA CTCGGCTTGC TTGCTATTGA GAGAACATAG GGACATTCAG 
551 GATGTTGACT CTGAGAAGAG GAGAAAGTCC AAAAGAAAGG TGACTGTTTT 
601 GAAAGGAACT GCAAGTCAGA AAACCAAACA AAAGTGCAGG AAGAGTCTCT 
651 TAGAGTCTAC TCAAAGAAAC AGAAAAAGAG CATCTGTGGT TCAGAAGGTG 
701 GGTGCTGATC GCGAGCTGGT GCCACAGGAA AGTCAACTCA ACAGAACCCT 
751 CTGCCCTGCA GATGCCTGTG CAAGGGAGAC TGTTGGCCTG GCTGGGGAAG 
801 AAAAATCACC AAGCCCAGGA CTGGATCTTT GTTTCATACA AGTAACTTCT 
851 GGCACCACAA ACAAATTCCA TTCAACTGAA GCAGCAGGTG AAGCAAATCG 
901 TGAGCAGACT TTTTTAGAAT CAGAGGAAAT CAGATCGAAG GGAGACAGAA 
951 AGGGGGAGGC ACATTTGCAT ACTGGTGTTT TACAGGATGG CTCTGAAATG 

1001 CCCAGCTGCT CACAAGCCAA GAAACACTTT ACTTCTGAGA CATTTCAAGA 

1051 AGACAGCATC CCACGGACAC AAGTAGAAAA AAGGAAAACA AGCCTGTATT 

1101 TTTCCAGCAA GTACAACAAA GAAGCTCTTA GCCCCCCAAG ACGCAAATCC 

1151 TTCAAGAAAT GGACCCCTCC TCGGTCACCT TTTAATCTTG TTCAAGAAAT 

1201 ACTTTTCCAT GACCCATGGA AGCTCCTCAT CGCGACTATA TTTCTCAATC 

1251 GGACCTCAGG CAAGATGGCC ATCCCTGTGC TGTGGGAGTT TCTAGAGAAG 

13 01 TACCCTTCAG CTGAAGTGGC CCGAGCTGCC GACTGGAGGG ACGTGTCGGA 



Fig. 16A 



13 51 GCTTCTCAAG CCTCTTGGTC TCTACGATCT CCGTGCAAAA ACCATTATCA 

1401 AGTTCTCAGA TGAATATCTG ACAAAGCAGT GGAGGTATCC GATTGAGCTT 

1451 CATGGGATTT GGTTAAAATA TGGCAACGAC TCTACCGGAT CTTTTGTGTC 

1501 AATGAATGGA ACAG 



Fig. 16B 



mouse MED1 protein (upper sequence) x human MED1 protein 
(lower sequence) 
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Fig. 18A 

Exon 2 

ggt 1 1 tg 1 1 1 1 tccagCAAGGAAGATATTGCTGTTGGACTGGGAGGAGTG 
GGAGAAGATGGAAAGGACCTGGTGATAAGCAGTGAGCGCAGCTCCCTTCT 
CCAAGAGCCCACTGCTTCTACTCTGTCTAGTACTACAGCGACAGAAGGCC 
ACAAGCCTGTCCCGTGTGGATGGGAAAGAGTTGTGAAGCAAAGGTTATCT 
GGGAAAACTGCAGGAAAATTTGATGTATACTTTATCAGgt aagc a 1 1 1 ag 
Gaaggaaaata 



Fig. 18B 

Exon 3 

ctttttttttttccttt t aagCCCACAAGGATTGAAGTTCAGATC AAAAC 
GTTCACTTGCTAATTATCTTCTCAAAAATGGGGAGACTTTTCTTAAGCCT 
GAAGATTTTAATTTTACTGTACTGCCGAAAGGGAGCATCAATCCCGGTTA 
TAAACACCAAAGTTTGGCAGCTCTGACTTCCCTGCAGCCAAATGAAACTG 
ACGTTTCAAAGCAGAACCTCAAGACACGAAGCAAGTGGAAAACAGATGTG 
TTGCCTCTGCCCAGTGGTACTTCAGAGTCGCCAGAAAGCAGCGGACTGTC 
TAACTCTAACTCGGCTTGCTTGCTATTGAGAGAACATAGGGACATTCAGG 
ATGTTGACTCTGAGAAGAGGAGAAAGTCCAAAAGAAAGGTGACTGTTTTG 
AAAGGAACTGCAAGTCAGAAAACCAAACAAAAGTGCAGGAAGAGTCTCTT 
AGAGTCTACTCAAAGAAACAGAAAAAGAGCATCTGTGGTTCAGAAGGTGG 
GTGCTGATCGCGAGCTGGTGCCACAGGAAAGTCAACTCAACAGAACCCTC 
TGCCCTGCAGATGCCTGTGCAAGGGAGACTGTTGGCCTGGCTGGGGAAGA 
AAAATCACCAAGCCCAGGACTGGATCTTTGTTTCATACAAGTAACTTCTG 
GCACCACAAACAAATTCCATTCAACTGAAGCAGCAGGTGAAGCAAATCGT 
GAGCAGACTTTTTTAGAATCAGAGGAAATCAGATCGAAGGGAGACAGAAA 
GGGGGAGGCACATTTGCATACTGGTGTTTTACAGGATGGCTCTGAAATGC 
CCAGCTGCTCACAAGCCAAGAAACACTTTACTTCTGAGACATTTCAAGgt 
actcagtgcatgaaaa 



Fig. 18C 



Exon 4 

gac t a t aaac taa 1 1 1 tgc 1 1 c t c agAAGAC AGC ATCC C AC GG AC AC AAG 
TAGAAAAAAGGAAAACAAGCCTGTATTTTTCCAGCAAGTACAACAAAGAA 
Ggtacccacctttccctaagc 

Fig. 18D 
Exon 5 

tatatttntgnagCTCTTAGCCCCCCAAGACGCAAATCCTTCAAGAAATG 
GACCCCTCCTCGGTCACCTTTTAATCTTGTTCAAGAAATACTTTTCCATG 
ACCCATGGAAGCTCCTCATCGCGACTATATTTCTCAATCGGACCTCAGg 
ttnggggtcattgncat 

Fig. 18E 
Exon 6 

tgtttatgctccccagGCAAGATGGCCATCCCTGTGCTGTGGGAGTTTCT 
AGAGAAGTACCCTTCAGCTGAAGTGGCCCGAGCTGCCGACTGGAGGGACG 
TGTCGGAGCTTCTCAAGCCTCTTGGTCTCTACGATCTCCGTGCAAAAACC 
ATT ATC AAGTTC TC AGg t atgtccccagcccag 

Fig. 18F 
Exon 7 

t gga t g t g t a t c c c t c agATGAATATCTGAC AAAGC AGTGGAGGTATCCG 

ATTGAGCTTCATGGGATTTGGTTAAAATATGGCAACGACTCTACCGGAT 

CTTTTGTGTCAATGAATGGAACAGgtaagcccaccactggggcc 



Exozi 1 



Fig. 19A 



GCGGCGGCGTCTGGGGCGCTTTCGCAACATTCAGACCTCGGTTGCAGCCCGGTGCCGTGAGCTGAA 
GAGGTTTCACATCTTACTCCGCCCCACACCCTGGGCGTTGCGGCGCTGGGCTCGTTGCTGCAGCCG 
GACCCTGCTCGATGGGCACGACTGGGCTGGAGAGTCTGAGTCTGGGGGACCGCGGAGCTGCCCCCA 
CCGTCACCTCTAGTGAGCGCCTAGTCCCAGACCCGCCGAATGACCTCCGgtaagttactgtcccct 
tttgggcctcagtttcaccacctgtaaaatggtatcgggagagtggacagtgtgtgggcctttcta 
acctttgacagagggtcggcanaaacctcgaagcccacgggtttagttactagggtctggagccca 
ggtgctcttcctgtgcgatcagc . . . 



Fig. 19B 



Exon 2 

. . . tttaaaaaacaaaaaat actcccataacacaaqactaa tccacactaactttaatctccc 

tcattttaatatggataatctatgtggttcctgcattgtcatggattaaaactgagtaggcagtgg 

aagataaattttaaataagttaatcacttagactttgtttttccagCAAAGAAGATGTTGCTATGG 

AATTGGAAAGAGTGGGAGAAGATGAGGAACAAATGATGATAAAAAGAAGCAGTGAATGTAATCCCT 

TGCTACAAGAACCCATCGCTTCTGCTCAGTTTGGTGCTACTGCAGGAACAGAATGCCGTAAGTGTG 

TCCCATGTGGATGGGAAAGAGTTGTGAAGCAAAGGTTATTTGGGAAGACAGCAGGAAGATTTGATG 

TGTACTTTATCAGgtaagcatataagatggtaaagatagtacagccaaatgattttgtctggacan 

qtacitgqaaqcat acrc agaaatcttaacttctttatatttttaccataaaaccattcrcaqattc 

tattctttcaatgttgctattaattacatcaagtgatttggggaaaattacatacattttgtccct 

ccttctgtgaatggttaacgggtaggttgcattttagttatatttataaatttatattgtcataga 

ggaaccatttaaaaggccattatcactctttttcatttttaaatgacagagacctatggcaacatt 

tggaaattaattagaatctgaaatgtggtccagttcttttaaaagtcccttctatttactagcagt 

aagt t tec 1 1 taa tat cat tttc tag (continues into exon 3, see below) 



Fig. 19C 



Exon 3 

aatctaaaatataatccaattcttttaaaaat ccctt.ctatttactaacaqta aatttccttt 

aatatcattttct agCCC AC AAGGACTGAAGTTC AGATCC AAAAGTTCACTTGCTAATTATCTTC A 

CAAAAATGGAGAGACTTCTCTTAAGCCAGAAGATTTTGATTTTACTGTACTTTCTAAAAGGGGTAT 

CAAGTCAAGATATAAAGACTGCAGCATGGCAGCCCTGACATCCCATCTACT^AAACCAAAGTAACAA 

TTCAAACTGGAACCTCAGGACCCGAAGCAAGTGCAAAAAGGATGTGTTTATGCCGCCAAGTAGTAG 

TTCAGAGTTGCAGGAGAGCAGAGGACTCTCTAACTTTACTTCCACTCATTTGCTTTTGAAAGAAGA 

TGAGGGTGTTGATGATGTTAACTTCAGAAAGGTTAGAAAGCCCAAAGGAAAGGTC 

AGGAATCCCAATTAAGAAAACTAAAAAAGGATGTAGGAAGAGCTGTTCAGGTTTTGTTCAAAGTGA 

TAGCAAAAGANAATCTGTGTGTAATAAAGCAGATC 

GCTTGATAGAACTGTCTGCATTTCTGATGCTGGAGCATGTGGTC 

AGAAAACNGCCTTGTAAAAAAAAAAGAAAGATCATT 

AAAAACTTCTGGCATCATAAACAAATTTTGTTCAGCCAAAGACTCAGAACACAACG 
GGATACCTTTTTAGAATCTGAAGAAATCGGAACAAAAGTAGAAGTTC 

GCATACTGACATTTTAAAACGTGGCTCTGAAATGGACAACAACTGCTCACCAACCAGGAAAGACTT 
CACTGgtgagaaaatatttcaaggtatccagtgctttcagcactattaaacattagtgatgasLaa 
atttatatgctcTcatc tatatcataccatac 

Please note: at the end of exon 3, two alternative splice donor 
sites are present (see Sequence Variations, page 40 of the 
application) . 

Fig. 19D 

Exon 4 and Exon 5 

tagtaccaagttcatgggtcattagttagattaattgggtatttatgtaaagggcttagaatagtg 
cctqacatactttataataatattaatattattatt tacatccctcaatattgcttt aaacta 
aaccatagactccataaagtgtttacttttccttttcagAAGATACCATCCCACGAACACAGATAG 
AAAGAAGGAAAACAAGCCTGTATTTTTCCAGCAAATATAACAAAGAAGgt a t cc c tttcccaatca 
gaacagcaaattctaattccattttgggttttcaattctgatgcactatgtttgtttagCTCTTAG 
CCCCCCACGACGTAAAGCCTTTAAGAAATGGACACCTCCTCGGTCACCTTTTAATCTCGTTCAAGA 
AACACTTTTTCATGATCCATGGAAGCTTCTCATCGCTACTATATTTCTCAATCGGACCTCAGgttt 
aaaqattattatcatctttatcttaataaaaacaatataat aaaaaaaaaacactaaattaa a 

gcctgggttcaaagtcattttgagtgtgtcacctgggatagggcattccccctttcacccttaaac 
tcttcacctat gagg aaaa t ggggg 



Exon 6 



Fig. 19E 



ccagtgttttttgttttttgttttctttaaaaaaaaaaaaaaaccctctggatgagatttctatga 

gaaactacttaaacataaaatc aacccacctaaaatcttataa tcattcaattacttttacnttcc 

cagGCAAAATGGCAATACCTGTGCTTTGGAAGTTTCTGGAGAAGTATCCTTCAGCTGAGGTAGCAA 

GAACCGCAGACTGGAGAGATGTGTCAGAACTTCTTAAACCTCTTGGTCTCTACGATCTTCGGGCAA 

AAACCATTGTCAAGTTCTCAGgtattttcctatacacccaaaggaaaaacataatacattgtgctt 

atttaa qaaaaccacaccttaaacttt aatattctcaqatactatattaatqqaqgtttttca 

gctcaagcatttaaaaaagtccacttttccccaaaccacagtctcccactgacctaaacaataaat 

cttt 

Fig. 19F 

Exon 7 

cttta gaaactqacctqataatqtaa aatattqtattcttcaqATGAATACCTGACAAAGCAG 

TGGAAGTATCCAATTGAGCTTCATGGGATTGGTAAATATGGCAACGACTCTTAC 

QTCAATGAGTGGAAGCAGataaqqctcactcccatccataattcaacacatt taatctctaacTa 

caaaataag tccaccattatqqttaaqacnatttattqqqqatacaaatqctattacaqtcacaa 

caattgtgttcctggctgcggggaagcgngtggcatgtgggttttggggtttttgatcagtaggcg 

ctcccagg 

Fig. 19G 

Exon 8 

tgtgtgagattaccttaatataaggtataacttaaaatattcatgaatcccaggaggttaaaggtt 
ataacttttagqtatqq tatcgtaatgtactqtccccc aqcaaacatttaaaaaqccaatttt 
aaaaaatgtatttctgactaagttacatntaaggtctctgcctctgtatcttatgtttcttccagG 
TGCACCCTGAAGACCACAAATTAAATAAATATCATGACTGGCTTTCCCAAAATCATGAAAAATTAA 
GTTTATCTTAAACTCTGCAGCTTTCAAGCTCATCTGTTATGCATAGCTTTGCACTTCAAAAAAGCT 
TAATTAAGTACAACCAACCACCTTTCCAGCCATAGAGATTTTAATTAGCCCAACTAGAAGCCTAGT 
GTGTGTGCTTTCTTAATGTGTGTGCCAATGGTGGATCTTTGCTACTGAATGTGTTTGAACATGTTT 
TGAGATTTTTTTAAAATAAATTATTATTTGACAACA*atccaaaaaaaatacggcttttccaatga 
taaaatataatcaaaagatgaaaaataattctaaactatcaataatacaaaacaaat ttctatca 
accttactaaagc taaaaacccac t aaa ta 1 1 1 1 



Please note : asterisk indicates the poly(A) addition site. 
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Fig. 20B 
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The asterisk indicates that the bottom oligonucleotide strand is radioactively labelled 
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*The asterisk indicates that the fcottcm oligonucleotide strand is radioactively labelled 
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1) Denature DNA fragments and mix with CT-SNP probe in order to generate heteroduplex 

5' __CpG 3' 5' CpG 3' heteroduplex 

3' GpC _5 r 3' GpT 5' with G:T mismatch 

allele 1 



5' CpA 3' ^ 5' CpA 3' homoduplex 

3' GpT _5' W 3' GpT 5' 

allele 2 
+ 

3' GpT 5' 

CT-SNP probe 



2) Incubate annealed molecules with recombinant MED1 followed by NaOH in order to 
cleave heteroduplex 

I + MED1 I 

X + NaOH 

5' CpG 3' or 5' CpA 3' 

3' Gp 5' 3' GpT 5' 

cleaved heteroduplex uncleaved homoduplex 

3) Separate fragments of the cleaved strand by standard techniques (e.g. by 
electrophoresis) 



Fig. 30 



